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DETAILED ACTION 

Response to Amendment 

1. In the amendment filed 03/21/2009 Applicant amended claims 8 and 24 and 
canceled claim 9. Claims 8 and 24 are pending and currently examined. 



Withdrawn claim rejections 

2. The rejection of claim 9 under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the 
steps is withdrawn is moot since the claim has been cancelled. 

3. The rejection of claim 9 under 35 U.S.C. 102(e) as being anticipated by Goddard 
et al. (U.S. Pat. No. 6,949,528) is moot since the claim has been cancelled. 



Maintained claim rejections 
Claim Rejections - 35 USC §112 

4. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

5. Claims 8 and 24 remain rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. Specifically, in claim 8 it is not clear what 
binding property is measured in 1a). A remedial wording suggested would be 
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measuring the binding property of the lysophosphatidic acid to the EDG2 receptor. 
Same for part b). The part h) of the claim doesn't connect to the rest of the claim. 

Claim 24 has steps a and b, which already exist in claim 8. Therefore, the claim 
is indefinite, since it is not clear how the steps relate to one another, nor when they 
should be performed. Also, in 28(b), "determining" is not a method step. 

As such the metes and bounds of the claims cannot be determined. 



Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

7. Claims 8 and 24 remain rejected under 35 U.S.C. 103(a) as being unpatentable 
over Erickson et al. (U.S. Pat. 6, 485,922, 11/26/2002) in view of Lynch et al. (U. S. 
Pat. No. 7,169,818) and Inoue CK (Semin. Nephrol., 22,415-422, 2002) for the reasons 
of record. 

On page 9 of the Remarks Applicant argues that nothing in Lynch and Inoue teaches 
or suggests a connection between Edg-2 and mesangial cell growth. The arguments 
were carefully considered but not found persuasive because as iterated in the previous 
Office action, Lynch et al. taught that Lysophosphatidic Acid (LPA) signals through three 
G protein coupled receptors (EDG-2, 4 and 7). As such, a small, finite numbers of 
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choices are put forth by Lynch et al. for the skilled artisan to try. Moreover, Inoue et al. 
describe that EDG-2 and EDG-4 mRNA is abundantly expressed in primary cultured 
human mesangial cells. Thus, the choice of receptors is narrowed to just two members 
of the EDG family. The fact is that Erickson et al. teach a method for identifying 
compounds which modulate the activity of any EDG receptors. In order to identify 
compounds that modulate mesangial cell growth, a person of ordinary skill in the art 
would have had to try just two receptors, EDG-4 and EDG-2 which had high levels of 
mRNA expression in primary mesangial cells as shown above. The motivation is always 
present to a skilled artisan that uses known options available to him to optimize a 
process or a formulation, as eloquently expressed in the Supreme Court decision in 
KSR International Co. v. Teleflex Inc., 550 US, 82 USPQ2d 1385 (2007). 

In response to applicant's arguments against the references individually, one cannot 
show nonobviousness by attacking references individually where the rejections are 
based on combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 
(CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

On pages 10-11 of the Remarks Applicant argues that the effects of the LPA are 
mediated through three EDG receptors and there is no express teaching that the effects 
of LPA on mesangial cells are through EDG-2. The arguments were carefully 
considered but not found persuasive because as presented supra, the three receptors 
mentioned constitute a finite number of possibilities to be tried as expressed in the KSR 
decision. 
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On page 1 1 of the Remarks Applicant argues there is no reasonable expectation 
that the methods of Erickson et al. and Lynch et al. could be extrapolated to work in 
animal tests. The arguments were carefully considered but not found persuasive 
because the next logical step to try after finding a modulator of a receptor is to test its 
action in vivo and this has been the modus operandi of the drug discovery. Before 
testing any drug in vivo the test is performed on a target cell in vitro and if successful, it 
is reasonable to expect positive results at the next step, in vivo testing. Therefore, it 
would have been obvious for a modulator found active in vitro to be tested in an animal 
model in vivo. Since Applicant recognized in the previous Office actions that mesangial 
cells are linked to nephropathies, it would have been perfectly obvious to test for the 
modulators involvement in these diseases. 

8. Claims 8 and 24 remain rejected under 35 U.S.C. 103(a) as being unpatentable 
over Miller et al. (U.S. Pat. 6,875,757 04/05/2005) in view of Lynch et al. (U. S. Pat. No. 
7,169,818) and in further view of Inoue CK (Semin. Nephrol., 22,415-422, 2002) for the 
reasons of record. 

On page 13 of the Remarks Applicant argues that Lynch et al. and Inoue et al. do 
not tie together the physiological effects of LPA on mesangial cells to EDG-2. 

As presented in the previous office action, Miller teaches a method of modulating 
LPA activity on an LPA receptor which includes providing a compound which has 
activity as an LPA receptor antagonist and contacting an LPA receptor with the 
compound under conditions effective to inhibit LPA-induced activity of the LPA receptor. 
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Any activity through EDG-2 is in the wake of LPA binding to the EDG-2 receptor and 
thus the effects on any cells are expected to still be able to be blocked, irrespective of 
which cells that harbor the EDG-2 receptor. The arguments were carefully considered 
but not found persuasive because as presented supra, the combined references would 
have prompted a person of ordinary skill in the art to at least try the method of Miller et 
al. and Lynch et al. for modulation of mesangial cell growth based on the EDG-2 or 4 
mRNA expression in primary mesangial cells as indicated by Inoue et al. 

Conclusion 

9. No claims are allowed. 

10. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ELLY-GERALD STOICA whose telephone number is 
(571)272-9941. The examiner can normally be reached on 9:00-18:30 M-Th and 9:00- 
18:30 alternate F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on (571) 272-0939. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Lorraine Spector/ 

Primary Examiner, Art Unit 1647 



